There are no simple answers when it comes to the genetic study of complex traits, and schizophrenia is no exception. Debate will continue over the interaction between genes and environment. But now there are new clues.
The study of complex traits promises to retain its cenobserved lower lod scores, below 2.0, leading its authors to caution that the new susceptibility locus tral position for human genetics for many years. Among these, schizophrenia linkage studies will cermay have a minor contribution to the etiology of the disease in their family sample. Yet both studies, when tainly continue to attract attention and debate. Much of this ongoing discussion will reflect the age-old quesevaluated together, are supportive for the proposed new susceptibility locus on 5q. Although a joint analytion of the relative contribution of genes and the environment to the etiology of this disease. 1 Over the sis has not yet been tackled, there seems to be good reason for hope that more progress in understanding past several years, numerous studies looked into the complex issue of schizophrenia susceptibility. At last this complex disease, ensuing from the future identification of the new locus on 5q, is down the road. count, the Medline Molecular Genetics database contained 284 schizophrenia-related linkage studies. 2 The optimism is supported by the use of different ethnic groups in the two new studies. In such a comMany of these reported on negative linkage to suspected candidate genes, such as the dopamine receptor plex disease, ethnic considerations strongly influence the degree of penetrance of susceptibility genes. family. Others, initially supporting linkage, were subsequently challenged. A notable example is the 1988
Numerous studies have demonstrated that a considerable component of the etiology of schizophrenia is genreport on schizophrenia susceptibility linkage to 5q11-13, based on data from Icelandic and English affected etic, but an intricate interplay between genetic, social and environmental factors dictates its expression or families, 3 later negated by studies in Swedish, 4 Scottish 5 and North American 6 families. This confusion may attenuation. Moreover, ethnic differences in schizophrenia epidemiology may in part reflect social selecbe avoided by strict adherence to the guidelines put forward recently by Lander and Kruglyak for genetic tion. 8 It remains to be seen whether the new candidate 5q locus will be confirmed in subsequent studies dissection of complex traits. 7 Thus, inclusion of individuals with bipolar or major depression as affected including affected families from additional ethnic groups. This would justify embarking on the family members may hinder accurate conclusions in schizophrenia susceptibility linkage studies.
demanding positional cloning venture. It is intriguing to note that the distal portion of the In the present issue of Molecular Psychiatry, two companion studies, both clearly following these guidelong arm of human chromosome 5, in particular 5q22-5q35, contains an impressive number of genes encolines, are reported. Straub et al (pages 148-155) and Schwab et al (pages 156-160) report on new evidence ding growth factors, interleukins, and their receptors. 9 Given our limited knowledge, one may presently only for a schizophrenia susceptibility locus on the long arm of chromosome 5, at 5q21-31 and at 5q31, respectively. speculate whether the new locus near 5q31 would turn out to belong to one of these rapidly growing gene famThe studies employed data from 265 affected Irish families, and from 44 affected German and Israeli families, ilies. Such a scenario may help decipher the accumulating body of evidence implicating immune activation respectively. The larger Irish families study yielded impressive lod scores of up to 3.35 for linkage of in some forms of schizophrenia 10,11 and possibly also the enigmatic emerging connection between schizoschizophrenia susceptibility to the proposed region (before adjustment for the number of genetic and phrenia and Borna disease virus. 12 The new 5q susceptibility locus is definitely not the phenotypic models). The German-Israeli study last player in the unfolding schizophrenia story; more will be coming our way as the human genome reveals its secrets. Yet, any new clues to the nature of genetic 
